Introduction
Early detection and treatment is the key to encumber the progression of osteoporosis, which is a disease characterized by deterioration of bone mass and microarchitecture. 1, 2 Osteoporosis predisposes patients to fragility fractures, thereby incurring significant health care and economic burden to society. 3, 4 Diagnosis of osteoporosis is based on bone mineral density (BMD) obtained using dual-energy X-ray absorptiometer (DEXA). The disease is confirmed when BMD value of the patient is 2.5 SD below the reference value of young adults (T-score #−2.5). Osteopenia (low bone mass) is present when T-score of the patient is .−2.5 but ,−1 (−2.5, T-score #−1). 5 Despite the usefulness of this simple classification system, accessibility to DEXA device is low owing to its limited number and high scanning cost. 6 Competition for the use of DEXA will accelerate with the concurrent growth in elderly population and prevalence of osteoporosis.
Screening of patients at high risk of osteoporosis can reduce the burden on DEXA service. Quantitative ultrasound (QUS) measurement at appendicular skeletal sites, submit your manuscript | www.dovepress.com
Dovepress

1334
Chin et al such as calcaneus, phalanx, and wrist, is a popular bone health screening method. Previous studies demonstrated that QUS indices reflect skeletal microarchitectures and strength apart from BMD. 7 They can also predict fracture risk. 8 Although cheaper than DEXA, QUS devices still incur substantial costs and may not be available at all primary health care premises.
Besides QUS, several algorithms based on risk factors are currently used to predict osteoporosis and fragility fracture, such as the osteoporosis self-assessment tool (OST), osteoporosis risk assessment tool (ORAI), simple calculated risk estimation (SCORE), and fracture risk assessment tool (FRAX). 9, 10 Most of these algorithms are developed in the Caucasian population. Koh et al introduced the osteoporosis self-assessment tool for Asians (OSTA), which was established using data of women from eight countries. 11 This simple algorithm requires only information on age and body weight of the patient: 0.2× (body weight − age). The results will be truncated to produce an integer. Patients with an OSTA score of #−4 are considered as high risk, between −1 and −4 as medium risk, and .−1 as low risk of osteoporosis. 11 Subsequently, Kung et al validated OSTA among Hong Kong population and found that the same algorithms and cut-offs could predict osteoporosis in men. 12 There are limited studies on the concordance between QUS and OSTA in identifying patients at risk of osteoporosis. 13, 14 If agreement between the two screening methods is high, OSTA could replace QUS as a more cost-effective osteoporosis screening tool because it does not require any sophisticated instrument. Therefore, this study was aimed to determine the association between QUS indices and OSTA, and to assess their agreement in identifying patients at risk of osteoporosis. We hypothesized that the agreement is high because both indices are strongly influenced by variation in age and body weight.
Materials and methods
A cross-sectional study was conducted from December 1, 2014 to November 30, 2015 at a tertiary university hospital in Cheras, Malaysia. The study protocol was previously described. 15, 16 Briefly, subjects were male and female visitors to the hospital aged $50 years. They were recruited using a purposive sampling method onsite without prior solicitation. Subjects with the following conditions were excluded from the study: 1) previously diagnosed with metabolic bone diseases, such as osteoporosis, osteomalacia, osteogenesis imperfecta, rickets, or Paget's disease; 2) currently diagnosed with conditions that affect bone metabolism, such as hypogonadism (excluding menopause), hyper/hypoparathyroidism, and hyper/hypocalcemia hyper/hypothyroidism; 3) being treated with agents that affect bone metabolism, such as hormone replacement therapy, anti-osteoporosis therapy, thyroid supplement, glucocorticoids, antidepressants, and anticonvulsants; 4) having mobility problems, requiring a walking aid, being implanted with metal at the lower limbs, or suffering from a fracture 6 months prior to the screening. Subjects were briefed on the details of the project and written informed consent was obtained prior to their enrolment. The protocol of this study was reviewed and approved by Universiti Kebangsaan Malaysia Research Ethics Committee (Code: FF-2015-396 and FF-2015-412).
During the screening session, the subjects answered a self-administered questionnaire on their demographic details, lifestyle, and medical history. Their chronological age was determined from records on their identification cards. Their biological sex, ethnicity, and presence of a medical condition were self-declared. Their standing height without shoes was measured using a stadiometer (Seca, Hamburg, Germany) and was recorded to the nearest 1 cm. Their body weight with light clothing but without shoes was measured using a weight scale (Tanita, Tokyo, Japan) and was recorded to the nearest 0.1 kg. Body mass index was calculated as per the convention: body weight in kg divided by square of height in m. Bone health of the subjects was determined using a water-based calcaneal quantitative ultrasonometer (Achilles EXPII, GE Healthcare UK Ltd, Little Chalfont, UK). Ultrasound waves were transmitted from an inflatable transducer through the subject's right calcaneus placed on the adjustable footpad and received by another transducer while the subject remained in a sitting position. The signals were interpreted to generate three QUS indices: speed of sound (SOS), broadband ultrasound attenuation (BUA), and a composite parameter, stiffness index (SI = [0.67× BUA] + [0.28× SOS] −420). The SI would be compared against an internal reference derived from the Mainland Chinese population to produce a T-score. The subjects were classified based on T-score into three groups: low risk (T-score .−1), medium risk (−2.5, T-score ,−1), or high risk (T-score ,−2.5) of osteoporosis. OSTA was calculated based on the formula 0.2× (body weight − age), whereby the decimals of the product were truncated to produce an integer. The subjects were assigned to the respective risk groups based on their OSTA scores: low risk (OSTA .−1), medium risk (−4, OSTA ,−1), or high risk (OSTA ,−4).
statistical analysis
Normality of the data will be analyzed using KolmogorovSmirnov test. Correlation between QUS indices and OSTA 
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agreement between bone quantitative ultrasound and OsTa score was determined using Spearman's correlation. Agreement in bone health classification between QUS and OSTA was determined using kappa statistics. A kappa value (κ) of $0.6 was considered moderate, while $0.8 was strong. Using QUS as the reference, receiver-operating curve (ROC) was generated for OSTA. Sensitivity, specificity, and area under the curve (AUC) were calculated. An AUC value of 0.5 indicates inability to identify individual at risk of osteoporosis. Sub-analysis according to age group, sex, and ethnic groups was also performed. Alternative cut-off values of OSTA were obtained by coordinate tracing of ROC curve ( Figure 1 ). The optimal cut-off should have a sensitivity value close to 80% and a reasonable specificity value. Statistical analysis was performed using SPSS version 23.0 Figure 1 ROC for identifying the optimal cut-off values for OsTa to identify subjects at risk of osteoporosis for each sex. Notes: The diagonal line is the reference line and the blue line is the test line. The optimal cut-off value is determined by tracing the coordinates closest to a sensitivity value of 0.8 with a reasonable high 1 -sensitivity (specificity) value. That coordinate will translate to the optimal OSTA cut-off value. Abbreviations: OsTa, osteoporosis self-assessment tool for asians; QUs, quantitative ultrasound; ROC, receiver-operating curve.
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Chin et al (IBM, Armonk, NY, USA). Statistical significance was set at p,0.05 (two-tailed).
Results
Of the 772 subjects recruited, 127 were excluded because they were under thyroid supplement (n=44), hormone replacement therapy (n=40), antiosteoporosis agent (n=30), or glucocorticoids (n=11). Another two were excluded because they did not complete the screening process. Data from the remaining 645 subjects were included in the final analysis. The study population consisted of 283 men with a mean age of 63.4 years (SD: 7.4 years) and 362 women with a mean age of 61.7 years (SD: 7.5 years). Majority of the subjects were Chinese (54.0%), followed by Malays (36.3%) and Indians (9.8%) ( Table 3) .
Based on ROC, the ability of OSTA (cut-off #−1) to predict subjects at moderate or high risk of osteoporosis defined by QUS was statistically significant but the performance was poor (AUC =0.581; 95% CI: 0.536-0.625; p,0.001). The predictability was higher in women (AUC =0.620; 95% CI: 0.562-0.679; p,0.001) compared to men (AUC =0.557; 95% CI: 0.491-0.624; p=0.097). At the cut-off #−4, OSTA performed slightly better in identifying subjects with high risk of osteoporosis defined by QUS (AUC =0.619; 95% CI: 0.534-0.705; p=0.002). Similarly, the predictability was higher in women (AUC =0.732; 95% CI: 0.616-0.848; p,0.001) than in men (AUC =0.515; 95% CI: 0.403-0.626; p=0.792). In women, the sensitivity and AUC of OSTA increased with age, but the specificity decreased with age. This was not observed in men (Table 4) .
Further analysis based on ethnicity showed that OSTA demonstrated poor performance in predicting subjects at high risk alone or medium to high risk of osteoporosis among all three ethnic groups in men, consistent with the overall results (p.0.05). OSTA performed better in predicting Malay women at medium to high risk of osteoporosis (AUC =0.668; 95% CI: 0.568-0.767; p=0.001), but not women at high risk of osteoporosis alone (AUC =0.654; 95% CI: 0.387-0.921; p=0.204). In Chinese women, performance of OSTA was better in predicting subjects at high risk of osteoporosis (AUC =0.758; 95% CI: 0.619-0.897; p,0.001) compared to subjects at medium to high risk of osteoporosis (AUC =0.587; 95% CI: 0.508-0.666; p=0.033). The performance of OSTA was poorer among Indian women (p.0.05) ( Table 5) .
Due to the poor performance of OSTA at existing cutoff values, alternative cut-off values were searched. At cut-off #0.5, sensitivity of OSTA in predicting women at medium to high risk increased to 79.0% (54.8% at cutoff #−1). At cut-off #−0.5 sensitivity of OSTA in predicting women at high risk of osteoporosis alone increased to 75.9% (51.7% at cut-off #−4). Ethnic differences in the optimal cutoff values for OSTA was observed in women. For instance, the cut-off value for predicting women at medium to high risk was 0.5 for Chinese and 1.5 for Malays and Indians. Performance of OSTA deteriorated for men when the cut-off values were changed (Table 6 ). 
Discussion
The results of this study showed that OSTA and QUS indices were significantly correlated. Since QUS indices have been shown to associate significantly with chronological age and body weight, 17,18 this observation is not unexpected. However, the agreement between OSTA and QUS was minimal despite statistically significant. Further examination showed that performance of OSTA in identifying subjects at risk of osteoporosis defined by QUS at the existing cut-off points (−1 or −4) was poor-to-fair for women, and not significant at all for men. Agreement between OSTA and QUS and the performance of OSTA were higher among the Chinese and Malay women compared to the Indian women. This is due to inequality in sample size among the ethnic groups, whereby the number of Indian subjects was small.
A study conducted in Nepali women (n=100, mean age =58.14 years) showed that OSTA score demonstrated sensitivity and specificity values of 85.2% and 89.1% at the cut-off #−1 in identifying individuals with QUS T-score of #−1.
13 These values were higher compared to women of the current study, with sensitivity and specificity values of 54.8% and 69.3%. In another study on 722 Chinese postmenopausal women with a mean age of 62 years, OSTA (cutoff #−1; AUC =0.75; sensitivity =79%; specificity =60%) was found to perform better than QUS (cut-off #−2.35 AUC =0.74; sensitivity =69%; specificity =70%) in 
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Chin et al identifying subjects with osteoporosis (T-score #−2.5 based on femoral neck or lumbar spine BMD). 19 We did not measure BMD of the subjects; hence similar comparison could not be made. The low agreement between OSTA and QUS classification could be due to several reasons. OSTA and its cut-off values were established to identify osteoporotic subjects diagnosed based on BMD values. 11, 12 Although QUS indices were associated with BMD significantly, 20, 21 it is not a perfect surrogate for BMD. Soft tissues and edema at the feet can artificially attenuate the transmission of ultrasound across the calcaneus. 7 Moreover, indices of QUS are influenced by the skeletal microstructures, which are not reflected in BMD. 7 This could weaken the agreement between QUS and OSTA. It is observed that the agreement between OSTA and QUS was better in women and in older population. This is supported by previous studies examining the performance of OSTA in identifying osteoporotic subjects defined by BMD. In a large epidemiological study involving 15,752 healthy Chinese women aged 40-96 years, Huang et al showed that the performance of OSTA based on AUC and its sensitivity increased with age, but its specificity decreased with age. 22 Similar findings were observed in another study by Huang et al among 11,039 Chinese men with similar age range. 23 This suggests that OSTA is suitable to be used in older subjects with higher risk of osteoporosis compared to younger subjects. It is noteworthy that sensitivity of OSTA was significantly lower in men compared to women. This sex difference in the performance of OSTA was apparent since its inception in the study of Kung et al whereby the AUC was lower compared to the original study by Koh et al among women. 11, 12 This may be because bone health status of men is less influenced by chronological age and body weight.
Ethnic difference in the performance of OSTA was observed in this study, whereby it was better among the Chinese and Malay women compared to the Indian women. We suggest that this was because Chinese and Malay women were involved in the establishment of OSTA by Koh et al. The low performance of OSTA among the Indian subjects was probably due to the low sample size (n=30/362). We also searched for alternative optimal cut-off values for each sex and ethnic group, and the new cut-off values improved sensitivity of OSTA in women but not in men. This observation in women subjects was in agreement with other studies, which suggested that alternative cut-off values could improve the performance of OSTA due to differences (site of BMD measurement and population). 24, 25 In our study, the obvious difference was that the reference outcome was measured by QUS, instead of BMD. However, OSTA did not predict QUS outcomes in Malaysian men even at altered cut-off values, probably because age and body weight were not the significant risk factors of osteoporosis in men. Our previous study on bone health assessed using QUS technique showed that body height was a more important predictor of QUS values among Malaysian middle-aged and elderly men. 26 This study is not without limitations. The researchers did not have access to DEXA at the time of the study; hence BMD of the subjects was not determined. Therefore, the ability of OSTA and QUS to identify osteoporosis defined by BMD could not be compared. The agreement between QUS and DEXA in this population could not be established. However, the alternative approach presented in this paper was taken Abbreviations: aUC, area under the curve; OsTa, osteoporosis self-assessment tool for asians; QUs, quantitative ultrasound; ROC, receiver-operating curve.
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Chin et al to determine the agreement between the two instruments. Generalization of the results in this study should be performed with cautions because the subjects were recruited via a non-probability sampling method. To validate the results of this study, both OSTA and QUS should be validated against BMD of the subjects.
Conclusion
QUS and OSTA cannot be used interchangeably in osteoporosis screening because the agreement between them in identifying individual at risk is minimal, thereby not clinically useful. They should be validated against DEXA in the Malaysian population before being used in osteoporosis screening.
